PCT 



| m | g n 




(51) SK$4#fF#S6 

A61K 31/135, 47/40, 47/26, 9/08 



Al 



(ii) aR^M*# 



(43) BKMkHS 



WO99/36065 



1999^7^22 0(22.07.99) 



PCT/JP99/00152 



1999^1^ 190(19.01.99) 



\99&*Z\M 19 0(19.01.98) 



(21) BRfflS*^ 

(22) HBSffl®0 

(30) ffi^^T 5 -^ 
1$SS¥ 10/8045 

(71) WKA 

^&Ml^^tt(YOSHITOMI PHARMACEUTICAL 
INDUSTRIES, LTD.)[JP/JP] 

T 541-0046 ^B£^*ISm4'*E2p»»r-Ta6#9^ 

Osaka, (JP) 

(72) 

J@# f$(SAKAI, Atsushi) 
0gfi*g(FUJII,Tsuneo) 

T871-8550 «HJK«E±ff«*ffr^/MR9SS»« 
#*WK»SC*tt- **X»rt Fukuoka,(JP) 
ttH/1' 5 -^(MASUDA, Rumiko) 
T 871-8550 aH»£±W$*IQr*4:/Hft953#tt 
^SKIgae^tt fttfWSWrrt Fukuoka,(JP) 



JP 



Hfn jE(MISHINA, Tadashi) 

3g«tte(CHIBA, Kcnji) 
T358-0026 *3EJRAIHIfff/h»B3Ta7»25* 
«*ttXtft5t£tl: JKWHfefrrt Saitama, (JP) 
(74) ftSA 

#3I± — (TAKASHIMA, Hajime) 

T 541-0046 ^[Ei^AIEm c l'*E¥l?WrHT@3#9-^ 
(»*bVU) Osaka, (JP) 

(81) }g^a AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, 
CH, CN, CU, CZ, DE, DK, EE, ES, FI, GB, GD, GE, GH, GM, HR, 
HU, ID, IL, IN, IS, JP, KE, KG, KR, KZMX, LK, LR, LS, LT, LU, 
LV, MD, MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, 
SE, SG, SI, SK, SL, TJ, TM, TR, TT, UA, UG, UZ, VN, YU, ZW, 
ARIPO^ff (GH, GM, KE, LS, MW, SD, SZ, UG, ZW), ^- 7 > 
T 4*ff (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), 
(AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, 
NL, PT, SE), OAPI^ffF (BF, BJ, CF, CG, CI, CM, GA, GN, GW, 
ML, MR.NE.SN, TD, TG). 



(54)Title: MEDICINAL COMPOSITIONS 

(54)51 m <o* W BXttAft 



(57) Abstract 

Medicinal compositions being usable as solutions comprising 2-amino-2-[2-(4-octylphenyl)ethyl]propane-l,3-diol or 
pharmaceutical^ acceptable acid-addition salts thereof and cyclodextrins as stabilizers optionally together with saccharides and being useful 
in inhibiting rejection reactions against bone marrow transplantation, immunotherapy for maintaining the same, or treating autoimmune 
diseases. 



BNSDOCID: <WO 9936065A1_I_> 



(57)M& 

&#£W&. -2- C 2 - (4-^^fil/7i^) 7*D/^>- 

l , 3 - v ■* -;u * it fcfc ^ <z> JtSFSS u -5 5 BtttiraJtt & =fc V£i£-fbjW tltyfD. 



AE 




ES 




L I 


y t^> a ^^> 


SG 




A L 




F 1 




LK 


*y • 7>* 


S I 




AM 


T fitter 


FR 




LR 


y-oj7 


SK 




AT 


a*-—* M T 


GA 




L5 




SL 




AU 




GB 




LT 


y hT—T 


SN 




AZ 




GD 




LU 




SZ 


BA 




GE 




LV 




TD 


K 


BB 




GH 


J*— *- 


MC 




TG 




BE 




GM 




MD 




TJ 




BF 


• 7 r y 


GN 




MG 




TM 




JBG 


y^aryr 


cw 




MK 




TR 




B J 


-<^> 


GR 


*y 






TT 




BR 


X?v>* 


HR 




ML 




UA 




BY 




HU 


^vary- 


MN 




UG 




CA 




I D 




MR 


*-y 


US 


*H 


CF 




I E 




MW 




UZ 




CG 




I L 




MX 




VN 




CH 




I N 


-f 2/ K 


NE 




YU 




C I 




I S 




NL 




ZA 




CM 




I T 


^*y7 


NO 


/-A*** — 


ZW 




CN 




J P 




NZ 








CU 


✓< 


KE 




PL 








CY 




KG 




PT 


dOubafA* 






CZ 




KP 


4MB** 


RO 








DE 




KR 




RU 


n->7 






DK 


KZ 




SD 








EE 




LC 




SE 









BNSDOCID: <WO 993606 5A1J_> 



WO 99/36065 



PCT/JP99/00152 



mmm 

2-7XJ -2 - C2- ( 4 -t^fil/7x^) 7n^>- 1 , 3-S> 

*-;u*fctt*©E5|5.t*F«fU'5 SKf-J-iinttttJ:. fch^ll 9 4/0 8 

9 4 3 ^^ia 0K«*fctt1W»*K:*tt%ffil6SA6©«ift«Jftli: UT, £fc&$x 

J:iBHI»&0BWO9 4/0 8 9 4 3^«Ctt, t IsXfflm? 5 

i 



<WO B936065A1_I_> 



WO 99/36065 



PCT/JP99/00152 



££>tc. raWRfiBBW O 9 7/2 4 1 1 2^«fc:tt. hSEfl^&C^fflail i: , 
#IBrS&#JT- & 2> * U * * x*- u >®<b t t > *»»»flft#J tUTfflofc s£<bi!r 

«8§8¥7- 3 1 6 0 6 S^^tti^Jtofl^i^miN^^^^^fe^^ 0 ^ 

*x r «; >mrsFR9 0146 9<mnmmb\ ^^7-2 2 8 5 3 2%&m 
*tt»«itf*it*nnw*n, ssfc* Ernies 1 - 1 3 3 9 6 b^&wc'ttftWbfc 
#j c «t o x £ d tz <d m ?a *^ * nx t >s o 

2 



BNSDOCID: <WO 9936065A1 J_» 



WO 99/36065 



PCT/JP99/00152 



ft, WWW«tt3t>«'>«c < , Ufr&vgtStJttcflft, £&ja#fbfV&#^§&£; LtrrWL 
C2- (4-^-^f^7xz;b) :n^;iO /d/o-I, 

ft swats ffii*T z^tiz&it. mmmm&&-m&&£nfc&MM&ta&&e > ti 
&mm<D&m&i&m±, tstt^fc 1x2-7^-2- C2- u-*^;^ 

MftBwmmmj&mz&v s^-tt^-e* s2-7;y-2- c 2 - ( 4 - ^ 

HMtt, HPft^MWO 9 4/0 8 9 43 %&miz%M£frtzfitefcjL-oTQ£M£nz 0 
$?£bWb£-W±s 2 -t^ y - 2 - C2 - ( 4 -^r^^;u7 x :x*-;iO t*d 
;<>-l, 3 ;U&g£JfiT-&So >cr>ffe©S?WJa^i:bTx m<b7jC3H^. fife 
mW$&. vi/^f >^tgs ^Mi^^s »J>=fKtH> 

2_^?y-2 - C2- (4-2r^^;i/7x~;u) x*-;iO 7"d;o-1, 3-y 

3 

cWO 9936065A 1 _L> 



WO 99/36065 



PCT/JP99/00152 



0 1-2 0 2m%> 0 . 1-10 & U^o 

Dt^T, b y T^^l/S^P^^r* h 'J £Jit b* P £ D ^^f 

*A-100 (H*AafllX (80 $g) /9-S/fDr+7hU> CGIAtf, rffiffi 
2, : -fe^f^^B- 1 0 0 (B*£SftX (80 ») ] , y— I/^D-r** b 'J > 
C0y*fcf> : t^f»f70- 1 0 0 (n*£Bfbx (tfc) *D F^** 

X-2, 6 -O-tf-Jb-a-l'tr o^** b U >> b 7f*^- a, 6-0- 

Df^HJX t- b^r^^rX- 2, 6 -0-xf^-/3-^i7Pr>X b 'J 
2- t Kn^>rpii;i/i!l(:J;ot6iS»Wtx-7 i ;i/ft$nfefl-i'^Pr*7 b u 
2 - 1 b'D^^^pii-;^lz«toTg1J^Wic:i-5 1 ;i/{b^nfe/?->'^o5 :r ^r^ 
bU> (HP-/?-CyD) CMAfcE. A'ffi*:t;yf-y^HP-i9-CD (H* 

ASMbx (80 W) ) s *fct±yii/3-^^v;u b-*tfcr- 1 , 6-^;u3-/b'^ 

ft &o ;n^^Df^ b u >odk^«j±. ±mimf&ft i wsauK:** i - 5 
o mm&s wtio-3o mass***? s u ^ 

— D-^-i/UhHk D-vii/t: b-Ji/^tf ^>ft. dft£>fci i?s^fett 2 ma 

JfCE^TSCfctf-CSS- iftfcfcSKOffi^ftt*, 2-7^-2- (2 - (4- 

sstftunJfi i m«^t3^tu-r 1 - 1 o omMgis. ^tc 5 - 8 o £ uu<> 

3r-;i/*fctt^oD^.t^L.-5 S^tmi*g ufctti!r* 0. 

0 1-2 0M%©itJg^£i£Ar.-£#^3§?£ft^ j{poJgjfliti*sJ:t5»i**»J«W:*^f • 
*fcx *ib&®&0. 1 It % i 5 iSiS^ffl*^C U fe®^ ^ t ;^BfiET 5 c i: 

4 



<WC) 9936065A1 I > 



WO 99/36065 



PCT/JP99/00152 



»»i-3t0. 0 5-0. 1 lB«%©i6JS©zk^i«Ttt*SS0D*Till* f SSl»6 
<fSffiffiW£OTflT5tf*»D iS&*>, i»]flin*>J;iJ c JBim#!l»tti:i^-pfclW 

£ 0 fcii^K, r5t*^>o 2 - 7 K ; - 2 - C2- (4-3r^^7i-;i.) 

^tt^^^^icTffln#^-r-2»^«tiAo zti^mmmt. 2-7*1 y - 2 - c 2 - 

^l^SRttflnfcfcltt.U 5^t*f,2 00 0<gl (fiSSP) fflt^. HCC. M&j 

2-T=y-2 - C2 - (4 -t^^7i^;i/) :n?-;i0 7p/<>-1, 3-i>2|- 
-71/ £ fe± ©Eg*±«FS U a 5 RttiUJg — m £ «HS«E*ftfiiK:Md-&T*5< c i: 

5 



BNSDOCID: <WO 9936085A1 J„> 



WO 99/36065 



PCT/JP99/00152 



0«m^ "ftfcl 1 0-3 OIMWb^, ££ s &glc^DT£e>(c»£ft6 
^{i±gBYSf±fiJc^l«.ft^(cMLT 1-1 OOliS, ^C5~8 0IiaWJ 

ml ffPB»x «u j^Mx raiKs sspix ***gx fl&iUftt, + -mm. 

tt/J>llil^*St-«J:S^*SM-Mli^ (GvH) SBftfitt«^ fci:*fcfx tMttMi 
ffifitM^^x IMttKtiu I I Si&A«#.M*SR#k ^K«x *7D-«fe 

6 



BNSDOCID: <WO 993606SA1J_> 



WO 99/36065 



PCT/JP99/00152 



f&;&mm&. &w&mmm, K7\,)v¥-&m&&]8&v&mTmm 

7 



BNSDOCID: <W O 993606SA1J_> 



WO 99/36065 



PCT/JP99/00152 



**WOE*ffiJ« ! »K:*Jtta»ttri£^'TftS2-T5>'-2 - C2- (4-*?^ 

in^tis ffFnasiiirst* *$ «t tf / * i±sf Jwma©BG^*5 J: vii^rit & float s rm z & 
m&Gmmm. *mm#.mmm. Wegener p^fi, tmvt&mm* Evan 

8 



< WO 993606 5A 1 J_> 



WO 99/36065 



PCT/JP99/00152 



^b^r^rSt*fi£^^ 0 . 0000 1-2011% fiF£L<fctO. 00 

0 1 ~ 1 0 mEk%-§tst>(D& s 1 B(c 1 l£]£fc(i!8i[n] (0iJx.fc£, 2H~5fcil) 

v%^tc &*s, 5*tSfe0>J4>> *<b^i:tt2-T^y-2- C2- (4-*^;b 

*{bHr#i 0. 1% 

cr-^D^*^ h 'J > : -tJI/^^^^A- 1 0 0) 1. 0% 

D--e>— h— )V 5. 0% 

^ite^j 2 

*<b£r% o. i% 

> : t;i/f-^^HP-/9-CD) 1. 0% 

D - v> - h— ;i/ 5. 0% 



BNSDOCID: <WO 993606 5A1_I_> 



WO 99/36065 PCT/JP99/00152 



mmm 3 

Kiiium o. 1% 

a-y^PT«hV> (^:-b;i-f>^^A-10 0) 1. 0% 

*<bi^Bfl o. 1% 

> : t;i/T-y^^HP-/J-CD) 1.0% 
HJlBftl 5 

*<b£r#) o. i% 

>(ip u p«:^l/f^7HP-/3-CD) 2. 0% 

Jgfb^bV^A 0. 9% 

0.1% 

a— >*PiF** bV > : -fe^T-"* £*A- 10 0) 1.0% 

10 



BNSDOCID <WO 993806SA1_L> 



WO 99/36065 



PCT/JP99/00152 



D-V>r. h-J]y 5. 0% 

&<b&%} o. i% 

2-t KD^ryTD «t o TgP^JlC^-^^^^nfe /5 - ^> ^ D t 1 '^ ^ h 'J 

> (i^DD^i : -tz^-^'V £;*HP— — CD) 1-A% 
D-v>-h— ;i/ 5. 0% 

jt^j i 

*<b^ o. i% 

*<b1»£^]^g7ja3T?&M£-tf> ±S1 OmlCWJttS, 
JrbWJ 2 

^Mbl^ 0. 1% 

Jfifb^ h 'J t?h, 0.9% 
±3aiM1fe&&tttfli»@*fcTte#;*H*\ ill 0ml©i£SiT^Ji:-rSo 

*it&y) o. 1% 

^r>-r— ;i/ 5. 0% 

&<b&® o. 1% 

-^>- b— ;i/ 5. 0% 

^ U/WKBfc* h 'J 1.0% 



WO 99/36065 



PCT/JP99/00152 



-Mt-sw o. 1% 

v > - h— ;u 5 . 0% 

# 'J v;i/^<— h8 0 1.0% 
±im&®&&MMM'g;kfcX&M£it, Ml 0 m 1 commit? 5o 
tbWJ 6 

*<b£r#> 0- 1% 

v > - h— )\/ 5 . 

^U^-^->^^U>^fbt^^rfll6 0 (HCO-6 0) 1. 0% 

it WJ 7 

0 . 1 % 

V >— h— ^ 5. 0% 

^iJt-JI/tDiJ>*>12PF 1. 0% 

y h (Ingiot) ^OA'S (Biochem. Pharmacol. Sgl 7^2 6 9^1 968 
i£) 540nm T?(DM.M&*W\%.^tz1fc%i, 3I»J 1 *5«tV 2 (DSli^Jti. *3«tC 

wmm i ©h^jco^t. 5 iitft© LEW77 hts nnssmfMiFW u m<e> 

12 



<WO 993606SA1.L> 



WO 99/36065 



PCT/JP99/00152 



3mmi'*s£v c 2<D$Lm&mm&.&ms y>rMz^,m -t&mu. i2i°ct-2o 
tmiMmm ut±i 2mi (Dmmzm$a cLti*>mmiz-D^x. gsa-e i m 

2©«iJ{;:oi,^ £GDJW£ 1 0 Hl^DiEbfe^^, 1 £ £1^2 t£>^ 

* 

M U tt&^J 1 ~ 7 ©^J«5l D fc iS/fir. *> 5 #W±yft£ U o fc o 

2-7*^^-2- C2- ( 4 -^-d7^;i/7i^i;u) 7o/o- 1 , 3-v 

y-2- C2- ( 4 i-;u) ro/o-l, 3-5**— 

*m«tt* TWZ&mZtljty-tiZ 10 ip#3MH$S 8 0 4 5^£MBSti:bT*S!K * 
© J*n&fc* *B^a* J- ±X £ ft £ t> <D Tz $> 5 o 



13 



BNSDOCID: <WO 9936065A1_I_> 



WO 99/36065 



PCT/JP99/00152 



7. ^®* s > 2-T^y-2- C2- (4-t^^7x^;u) xf;i/J 7d^> 

9. ffitt*^tftii««*co. o5~o. iia*%Mr*n, a*«ttrt*i«*» 

14 



BNSDOCID <WO 9936065A1_L> 



WO 99/36065 



PCT/JP99/00152 



12. #'MMtfttot { 7k®m(Dnm~c& ztm<D®im 1 1 izmm^^mnmw.m. 

14. «S& a u©2-7U -2- C2- (4-t?^7x-;i/) a:*-rtO 7*d 
is. 2-r^y-2 - C2- (4-^^ii-7i^) ^?-;tO ro^>-i, 3 

16. P-^** >3£#x 2 -75 > - 2 - C2 - ( 4 

18. «S^^2 -7 I J - 2 - C2- (4-t7f;i/7x^) ^-J^lO 7oM>- 
1, 3-^^-;i/*fctt*OKM±8r-€PU-5*K^*nifilMfi|J^t?, 1-10 



<WO 993606 5A 1 _l_> 



15 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP99/00152 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 6 A61K31/135, A61K47/40, A61K47/26, A61K9/08 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 6 A61K31/135, A61K47/40, A61K47/26, A61K9/08 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS (STN), MEDLINE (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



WO, 96/06068 r Al (YOSHITOMI PHARMACEUTICAL 

INDUSTRIES , LTD . ) , 

29 February, 1996 (29. 02. 96), 

Full text & EP, 778263, Al 

WO, 94/08943, Al (YOSHITOMI PHARMACEUTICAL 

INDUSTRIES , LTD . ) , 

28 April, 1994 (28. 04. 94), 

Full text & EP, 627406, Al & US, 5604229, A 

jp, 7-316065, A (Fujisawa Pharmaceutical Co., 
Ltd.), 

5 December, 1995 (05. 12. 95), 
Particularly abstract (Family: none) 

JP, 58-148816, A (Nippon Zenyaku Kogyo K.K.), 
5 September, 1983 (05. 09. 83), 

Particularly page 1, left column (Family: none) 



1-9, 12-18 



1-9, 12-18 



1-9, 12-18 



1-9, 12-18 



[3T| Further documents are listed in the continuation of Box C. Q See patent family annex. 



Special categories of cited documents: 
A" document defining the general state of the art which is not 

considered to be of particular relevance 
E" earlier document but published oa or after the international filing date 
L" document which may throw doubts on priority daim(s) or which is 

cited to establish the publication date of another citation or other 

special reason (as specified) 
O" document referring to an oral disclosure, use, exhibition or other 



"P" document published prior to the international filing date but later than 
the priority date claimed 



T later document published after the international filing date or priority 

date and not in conflict with the application but cited to understand 

the principle or theory underlying the invention 
"X" document of particular relevance; the claimed invention cannot be 

considered novel or cannot be considered to involve an inventive step 

when the document is taken alone 
"Y" document of particular relevance; the claimed invention cannot be 

considered to involve an inventive step when the document is 

combined with one or more other such documents, such combination 

being Obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 
5 April, 1999 (05. 04. 99) 



Date of mailing of the international search report 
11 May, 1999 (11. 05. 99) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 



BNSDOCID- <WO_ 



_9936065A1_I_> 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP99/00152 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



P, X 



JP, 5-213757, A (Senju Pharmaceutical Co., Ltd,)/ 

24 August, 1993 (24. 08. 93), 
Particularly abstract & EP, 472327, Al 

JP, 6-16547, A (Wakamoto Pharmaceutical Co. , Ltd. ) , 

25 January, 1994 (25. 01. 94), 
Particularly abstract (Family: none) 

JP, 7-228532, A (Senju Pharmaceutical Co., Ltd.), 
29 August, 1995 (29. 08. 95), 
Particularly abstract 

& EP, 621036, Al & US, 5605892, A 

JP, 8-175985, A (Lion Corp.), 
9 July, 1996 (09. 07. 96) , 
Particularly abstract (Family: none) 

WO, 98/03162, Al (YOSHITOMI PHARMACEUTICAL 

INDUSTRIES, LTD.), 

29 January, 1998 (29. 01. 98), 

Full text (Family: none) 

EP, 335545, A2 (UNIVERSITY OF FLORIDA), 

27 August, 1989 (27. 08. 89) 

& JP, 2-9825, A & US, 4983586, A 

& US, 5017566, A & US, 5024998, A 

JP, 63-253022, A (Nitto Denko Corp.), 

20 October, 1988 (20. 10. 88) (Family: none) 



1-9, 12-18 



1-9, 12-18 



1-9, 12-18 



1-9, 12-18 



1-9, 12-18 



10, 11 



10, 11 



Form PCT/ISA/210 (continuation of second sheet) (July 1992) 

BNSDOCID: <WO 9936065A 1 _l_> 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP99/00152 



Box I Observations where certain claims were found unsearchable (Continuation of item I of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 
| | Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



2. Q Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically. _ v 



| | Claims Nos.: 

because they are dependent claims and arc not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 

The group of inventions as set forth in claims 1 to 9 and 12 to 18 aims 
at using 2-amino-2- [ 2- ( 4-octylphenyl ) ethyl Jpropane- 1 , 3-diol or 
pharmaceutical^ acceptable acid-addition salts thereof as the essential 
active ingredient and not only suppressing crystallization thereof but also 
relieving foaming and the inherent hemolytic nature and local pungency of 
the compound by using together cyclodextrins as stabilizers. In contrast , 
the groups of inventions as set forth in claims 10 and 11 aims at preventing 
crystallization of indefinite active compounds by adding cyclodextrins. 

Such being the case, the group of inventions as set forth in claims 1 
to 9 and 12 to 18 and the group of inventions as set forth in claims 10 and 

U O 11,1 re ^ uired additional sea «"ch tecs were timely paid by the applicant, this international search report covers all 
searchable claims. 

2. Q<] As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. r-~j fa on i y some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4 |— J No required additional search fees were limely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims No*.: 



Remark on Protest The additional search fees were accompanied by the applicant s protest. 

| [ No protest accompanied the payment of additional search fees. 



i-nrm PfT KA/210 (continuation of first sheet (1)) (July 1992) 

BNSDOCID- <WO 9936065A1„L> 



BI&tt5SB#*5r !>CT/J P 9 9/0 0 1 5 2 



A. «Wrc»T5#»tf>#« (EBS#S*#« (IPC) ) 
Int. CI • A61K3I/135, A61K47/40, A61 K47/26 , A6 1 K9/08 



«3B«rtfofcA/MBBF» (OMBttftftfil (I PC) ) 



Int. CP A61K31/135. A61K47/40, A61K47/26, A61K9/08 



CAPLUS (STN) ; MEDLINE (STX) 



C. 



ran-*-* 



A 
A 
A 
A 



W0 f 96/06068, AKYOSHITOMI PHARMACEUTICAL INDUSTRIES, LTD.) 
29. 02. 96, & EP, 778263, Al 

WO, 94/08943, Al (YOSHITOMI PHARMACEUTICAL INDUSTRIES, LTD. ) 
28. 04. 94, & EP, 627406, Al & US, 5604229, A 

JP, 7-316065, A mKm&T.M&j££t±) 5. 12£. 1995(05. 12. 95). 
JP. 58-148816, A(0*ilIij*^tt) 5.9/1. 1983(05.09.83). 



1-9, 12-18 
1-9, 12-18 
1-9, 12-18 
1-9, 12-18 



[x] cwo«iiictX«^l^*n-Ci^<5, 



□ 



Taj **lzBaa*o*>6iti»-Cl1:^< 

tkj (brums fiti <Dmm-k?irttmv£> s,-^ ra^m^e 



-cum t 6 t> co-ma < 

x it as iWt d« /£ v > t % 
rvj *»irifili!Bco*)*3t«-cfco-c, 



5 fatf> 



IBBWtf*5STLfc0 



0 5. 04. 99 



nnHftM&/>«i£i] 1 1.05.99 



H*[fl*MTrr ( I S A/ J P) 
1 0 0 -8 915 



»IWT*H1Y <ttH</>*>*llta) 



4 C 



9 4 5 5 



ttfitt 1)3 — 3581 — 1 101 3 4 5 2 



fKPCT/I SA/2 1 0 (Jf52^->') (I 99 8¥7fl) 



BNSDOCID: <WO_ 



@ESmfS#^ PCT/JP9 9/00 1 52 



H*f ="'J-* 



is*-*-* 



A 
A 
A 
A 
P.X 
X 
X 



JP, 5-213757, A(=F#»l^^:#tt) 24. 8£ . 1993 (24. 08. 93) , 

m^mm. & ep, 472327, ai 

JP, 6-16547, A(*>*»t fc«IK*a&tt) 25. lfl . 1994(25. 01. 94), 

JP, 7-228532, A(^F#fia&Hc5*^tfc) 29. 8£ . 1995 (29. 08. 95) , 
tt&«Kfl!K & EP, 621036, Al & US, 5605892, A 

JP, 8-175985, A(7^ ^^ttc^tt) 9. 7R . 1996(09. 07. 96) % 

m^&m. (775 y-fcu 

WO, 98/03162, AKY0SHIT0MI PHARMACEUTICAL INDUSTRIES, LTD.) 
29. 01. 98,4&«£3t, (77 0-^L) 

EP, 335545. A2 (UNIVERSITY OF FLORIDA) 27. 08. 89 

& JP, 2-9825, A & US, 4983586, A & US, 5017566, A & US, 5024998, A 

JP, 63-253022, A ( 0 Ill^tt) 20. 10R . 1988 (20. 10. 88) 
(77i y-fcL> 



1-9, 12-18 
1-9, 12-18 
1-9, 12-18 
1-9, 12-18 
1-9, 12-18 
10, 11 
10, 11 



BStPCT/ISA/2 10 (aJ2-<-S*Ott*) (I9 9 8<P7J1) 

BNSDOCID <WO 993608SA1_I_> 



IKSttSSS*^ PCT/JP99/00 1 52 



r£5S8^S3flS (pot i 7*(2)(a)) «0«OEii j: •? ; c^lllE$2£SI&il:;*coi!if&i;:<fc o JfljRroiSiaw-iiBlco^-cre 



2. □ Ifl*rolSia 



3. □ i/»*ro«£ia 



.it, ta-«gs*wisia-cifo o r p c tsirij6. •» (a) rom 2 x&tf 5$ 3 3t©)asic 




'or 

Lfca*oT, »*<^«SEBl»S9am27!rM18Satt<O«WfcSj|3ftWttBil0aa { llfE<ftO«W 



5 41 X \ > o « VI ( - {£ 5 & </) J fl # <*> * Sffl U o V » X f 1? fi£ L f- 



□ mnams. t nazam^h now atii^s«r * 



KSPCT/ISA/2 10 (5Sl^-->*«OttJB ( 1) ) ( 1 9 9 8(|--7 !|) 



BNSOOCID: «WO_ 



_9936065A1_I_> 



THIS PAGE BLANK 



(USPTO) 



